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(54) 5-AMlNOISOXAZOLE DERIVATIVE 

(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
new compound having excellent inhibitory effect on 
P36 f\^AP kinase especially activating a certain kind 
of transcription factor, and useful as a treatment 
agent for tumor necrosis factor(TNF)-a*related 
diseases. inter1eukin-1 -related diseases, 

cydooxigenasell-related diseases, or the like t>ased 
on the above inhibitory activity. 

SOLUTION: This new compound (or a salt thereof) is 
represented by formula I (X is H or a halogen; R1 is 



H or a lower alkyi; R2 is H, an organic sulfonyl or 
the like; wherein, when X is H, R1 and R2 are each 
not H at the same time). e.g. 
3-(4-fluorophenyl)-5-methylamlno-4-(4-pyridyl) 
Isoxazole. The compound of formula I where R1 and 
R2 are each H is obtained by treating an aldehyde 
compound of formula II with hydroxylamine (salt) to 
form an oxime compound, which is then 
halogenated, and the resulting haflde of formula III 
is then reacted with acetonitrile. A dose of the 
compound of formula I is pref. 0.1-2 mg/kg. 

COPYRIGHT: (C)2000.JPO 



-1- 

BEST AVAILABLE COPY 



(19)IEj7|cia^f|lF;t (JP) (12) t2t M ^ ^ <A) 



#^2000-86657 
(P2000 - 86657A) 
C43)^Ba B ^m2m 3 ^2»B (2000. 3. 28) 



(51) Intel' 
C 0 7 D 413/04 
A 6 1 K 31/44 



2 13 
ABA 
ABD 
ABE 
ABO 



FI 

C 0 7 D 413/04 2 1 3 

A6 IK 31/44 ABA 
ABD 
ABE 
ABG 

m^^e^^ m^mo)mi fd (^28j^) 



f-73-r(##) 

4C0 6 3 
4C0 86 



(21)ttlS## 


f^SYlO-272467 


(71)U1HA 


000002990 










(22) mis 6 


^F^IO^ 9 illO B (1998. 9. 10) 










(7a)»9^W 
















(7e)»f!W 










w^mmmmmm^mir4 -lo-n- 








205 






(72)3«W# 










:fcRaii>jar«aB5 3 - 16-20 






(74)f^3?IA 


100060782 








^m± />B3» (^2^) 











(54) [^^<^4:iiii] b-y^y^v^i)^v-jmmi^ 

(57) [55^171 

-:5'<TNF-a. IL-1. lL-6. COX-Il¥ 

c^y^m&m ^ k' LT f5 0 . T N F - « m^^i% . I 
L - 1 mm^^^. I L - 6 i^ii^mxii cox - 1 1 m 



t ... 

if 



( 1 0 ) ?l 2 0 0 0 - 8 6 6 5 7 ( P 2 C) 0 0 - 87iiiB^ 



iir^/) -4"- (4- fcUi-'/t) yA'-*i-/'-^u?f.. 
C 0 0 6 0] -A^ifUWr^K ( I ) c^itfrm^. .^"j. 

[ 0 C) 6 2 3 
( (1:7 3 




r 0 0 6 4 ) 




< I I i ) 



[ 0 0 6 5 3 5^41. XtsiMtlc^EU^^-Wi*-^. ^>' 
{00663 
i<t9] 



-O 



"OH 



CIV) 



[00 6 S3 t< IX^^ivt. Rl/R^ ^mizy^^ 
[ 0 0 6 9 3 




( V ) 



it^mm^cr>xmizm.<^)mm^^it^^^r^^ . ^Tt 

[ 0 0 7 1 3 ±t^t ( V ) c^Mt-^&.i . ualEit ( T ) 
[0 072 3 B^I1^!J^ ( 1 ) Ct::{i»T K' :^i6VX{j:R" 

nrcmm^t ^zt f}*x^ h 

JM i a ) : mmK ( I ) Ciiiv^TR* 7f^:^mm'7'^m 
[0073] 

Y 
II 

- C - W - R * i 

[0074 ] ^m.i7 L. zz TY rmmmf xh 0 , w 

^{i. liuEit (V) i/;'ft:-^?*^i>^^ 

V^^-COOH <VI) 

[0075] ( b ) : mitli^- < I ) ^Ct:JVvCRJ 
[0076 J 

Y 

II 

~ C - W - R * i 
[0077 3 ari^i:? L , ZZX^Y tmmW.'^-X'h »;) , W 

[00783 < c } : ( I ) iCJoV^TR^ 

[00793 
[^tl3l 

Y 

II 

~ C - W - R » . 
[0080] ^^k> t . C C "C- Y z:;^^)(&JS(-l' r -f?) 

[0081 ] ( d ) : ( 1 ) <C;^3v ^X ir^ 



(15) 32 0 00 "866 5 7 (P20 0 0-SUA) 



) 3 . 0 4 g '1- r I* '7 b a 7 -7 > 5 0ml {zWt^i 

:7>-:r K 7> t 7 y v 1 0 1« 1 srntjTL i^ct^. ^iS 

7/U.tn:7x:i^l') -4- ( 4 -b''J > /i-) i v^^r/ 
-;U2. 5 5g:f:5j:*6'^DBU 3. 0 4 ,^ </.H=- N t K n 
Vf^ > ?^^?«^2 Dm I ^IrriTLf^rf^. 5S^I^M* 
L/C. raMM(i;'f<^-)Ja;i. iM^^x^;l'(.rrliljM:5L^. 

V '7 :7 ^ - 3 5 0 g \Wi\mM,^ 9 snvM^^'U : >t 

mS- 0 6 3? : 8 2% ) Sriff/::, 

[ 0 1 2 7 J : 1 6 4 . 5-165. 5X: (n~~^ 

U ^ N M R. ( C D C K ) : S . 4 S did, .i 

1 . 7 H z . 4 . 5 H z . 2 H ) . 7 . 6 9 ( b s . 1 
H) . 7. 50-6. 97 (ni, 9H) . 6. 89 (d 
d , J - 1 . 7 H z , 4 . 5 M 7. . 2 H ) . 3 . 7 5 

( 9 . 2 M ) 

T R ( K B r ) III a X : 1 7 I 2 . 1 6 3 0. 160 

2 . 1 - 1 3 6 c in - 

M ass. m/ e : 3 7 3 ( ) . 91 (base) 
^.f'Sf?>i 3 ^ 6 

[0 1 28] 



O Q 



■■tH 
II 



5§ 



CO v> 



e 



[ 0 1 2 9 ] -!feStl5^ 7 

3 - ( 4 . - 7 ; t .-t 1.1 77 X —/U ) - 5 b ]^ V 7*-b 

/u r ^ y - 4 - ( 4 - b »j i^/i- ) V ^3?-+/ v'- n co a-jiic 

5 - 7--i:: h :^->r't';-/^7'5 y - 3 - ( 4 7 fl"^ay 
) - 4 - ( 4 - bU ) ^ V^+;-^/-A 7 1 m 

I NJIil^O . 4 Om i 'C^mLf^. ^ oo;J-;i.A2 0 m 



(.17)9200 0 - 8 0 6 5 7 { P 2 0 0 0 87 A ) 



1*0 



^0 



<f<l 



CM 

m 




K = -L. 

tn VI II 



so V 



a: u 



^- IJ 



• II 



3 



S3 i> 



•o jc 

tC f>* 



9^ 



^5 



3£' 

- II 



3- VI 



2t 



a 2; 



J, li 



IS 

NO CO 



^ 
c 



m 

«^ 

o\ t-C 



= 3= 
_ 4n ! 



— i5 



; 5 ^ 



<^ 

V -rf 
^•4 



11 

S"o<f 
oc vc 



"5 



|3 

it 



A. A 



5»» 



35 . 



C 0 1 3 3 ) 



3 



(IS) 32 00 0-S<>6'3 7 (P2000-S 



— % 

u. 


r 

1 

7i 
Z 


S 
«^ 

^.^ 

2^ 

■id £: 

-i 
2 3 


% 

X 

1 

3 
t 

«•£? 

it 

o ^ 
ad S 


ii; X 

in 

■ N 


iT 

g. 

d 

r 

5 
»— » 

t3 

<*» 
Vi 

00 


r 
1 

r- 

8 

as? 
*o 


K \ 

?N t 
Ji ( 

« 

Cj ' 

SO 

r 

? 

■5' 

ri 
X 

X 

7? 


C 

e is' 

Si 
1- 

>^ 

c: X 

1) ^ 

As 


?^ 
SB 

££- 
f^i 


g 

> 


? 2 

erT rf' 

55' 


>a 
On 
V3 

no" eC 


sf 


r-T 

ao f J 
»r» fM 

oo oc 


rs 

V S 
^ vn cj Q 


vn 


§ M 
— CO 


is 

< 

0 0' 
— • f^. 




S ^ 

3 r3 


1 

s 

ir- 
i- 


1. 

V-J 

2, 

to ^ 


f 
r-i 


c< 

0 ^ 


J 

■«r 0 


to 

1. 
■»r 0 






v> 

c'i 

o 
f-k 


•St 


£ 
O 


3 

n 




<>i 
r-i 
*n 

CM 


vV 


5 




11 


it, ^ 
ii 

• • ! 


H 


A 
~\ 
f\ 
f^j 


^ 


-> 

r\ 


^ 


f\ 






r-l 






C4 
SM 






CM 



[ 0 1 3 A ] 




( .1 9 ) 32 0 0 0 -SO 0 5 7 ( P 2 0 0 0 -S A ) 





5 

I, 

i 

& 

u 
c 

Li ' 


- ^ 

h' PC 
tz 

« ir 
"iS 

2 -a 


r 

^. 

1 

— « CO 

c^ -^ i 


1 

r- 

o 

i 

5n 
X 

i 

■XT 

CU 


« 

i 


« 

erf ^ 

= s 
P 

^5 


1 ^ 

as 

!*• « 
11 

I'l 

X 

— ^ 

» X 

lis, 


*o 
^. 
f-^ 

X 

e 

o 
x" 

GO 


t 

VC 

X 

DC r i 


X 


60 O" 

^ 15 
7 ^ 3 < 

«s r-i 
V> ri 
^ »— • ac)_ 
KO oS oo 
S ^ 


^ H S 

O 

vn w% r»v 

r«f O 
vo o o 

^ Wr> 2 5 


12 si 2^ 

cT o ^ 
d ^ *f> 

o o «f 
— t m ^ 
t» r-j 


« %r 

*r" «r~ 

<f 

»-i »-< 

o -* 


i 

S S3 


ri 


cn 

n 

i 






J 

o 




r- 
m 




"ST 




^1 








On 




-««; 
cr* 


W1 


\^ 


CO 


«A 
■o 




1 

■«« 


*^ 


n 

A 


-\ 

rsj 


-> 
I'. 




-ft- 


A 
fff 




tC 

w 




cc 

a: 


C» 

{31: 


14; 


cry 
5^ 


CM 

r: 


CO 



C 0 1 3 5 ] 



1^5] 



<: 2 0 ) 32 000-86 G 3 7 ( P 2 0 0 0 "S*^A ) 

























K 




Mdu <stv«) 


cm** 


KMR (EMSC^> 




J- ;f/ 1; 1 J rt T. :i 






1436 










bftSft) 



















CO 136} l^<6 3 



CU-" 
.XT" 





R 






IR {KJir) »cniJ(: 






m'-A'/k;? 








9,i4Clir iU-i5.!KIr,25rr.7.46-6.»?<ros71l>,7.l I{«:d,I-. l.Sll3:,J-64 
Uz;iH%£.06(i:vt H>.S.'l2{^2M>J.y7^Tl,2HJ 




y.^?fv^ 




450>1'1.9!(l»,'«> 




a.4 7f dcU- 1 j lJz,4.<»H «,ZH),?*4e-6.»5(sv I m)^.«ftjr 








3ai(M-OB5J*>. 


32£a.29?2,I5Sd. 


9^6Cbr >aK)33&(«HJ^i 5Hi^«4. 4Hi.2H).7.C»^.»{Jn9H), 
7.01(^01= l,SH7j^4.dKz.3HXSj61<fcr <U»«.6M2. lH)^'^.IO(a, 








I02rM'J.9l{»»**:> 


I6?0.1f04,l434 


9 1,1 H),8.47c<UiJ^ I JHi Jr.4.4K2,2K).7.<S.7.2e{:n. 
7.C0CirJll)4-'«libr <^J=7.«n*.l lOJ!. I:(»*2H),4^857»k IH). I Bi- 


Si^tPJ 41 








i63«^1512.14ie 


5StC«;iH),7-l7A52(cr..nH),tlS<j,2H5,4.45{RWlKp.4aiia 
2H)^04-1.17<8X4H) 










:tiCC,lS3M434 


S.46Cdd^«I^Hx,4.4Ke^V7 <7-7.03(in.l4H J. 7 <»C«il. 
JclJII»,4^Bz.7tI).<.0l{bf iU=7.93U,lHy4r?<*2K). 4.43 



[0137] 



{ 2 1 ) a2 0 0 0 - 8 6 6 5 7 { 2 0 0 0 - 



•a j_ 



0L-< 


O 
f 


-mm R 






cn' 












1 1598.1 SOS 














W3A/fclK>,8J7C*^fcl.S»lMa4^2H>.7.4«^W{nx«i), 




NT- i'.vjj:. 






1638.1522 








163.S.I6£.l 




J5I8 


<?J4{br 1,2 »>,«,5l(BaH].7;4{5-4.$3(iuHH),4.««<l«h 



(0 1 38] 4 7 

J ) 3 " { 4 - yji'^ay ) - 4 ( 4 - tf U ' 

1 5 %fgft^S> ^ J-imm^ 6 m I 3 NtS 

CO 1 3<5] ^tji : 1 74 . 5 -177. 6'C 



1 H-NMR ( C O3O D ) (5- : 8 . 7 4 ( d , J - 5 . 
7 H z , 211). 7 . 8 6 ( d , J - 6 , (3 H z , 2 
H) . 7. 56"--7, 11 (in. 4H) . 4. 22 
( q , J - 7 . 3 H z . 1 M ) , 1 . 6 S { d . J - 
7 . 0 H 2 . 3 H ) 

I R ( KB r ) ^'111 a x : 3 6 0 0 — 2 7 0 0. 1 72 
4 , 16 3 0. 1 520, 1 4 3 4 c m- i 
Mass. Tfi/e : 3 2 6 (M' ) 

[01401 
IMS] 



^ 8 







R 




Maw n!>b 


(KSrJvmait: 


NMR (CP,OD} 0>f>-^i 










JktXJ-2S'XJ72ii>. 
















j ^.34 {fl so 













to 

3- 

y ..... 

5- 

2 G 

3 3 



14 1] 5 1 

< 4 - yfU^ n 7 X :zfl^ } - 5 - y U /I T 5 
4 - ( 4 - b" 'J ) V :if "^^V'-yl'^TJ^MS 
r^/ - 3 ( 4 -- 7 fl' r/f o y X H ) ™ 4 - ( 4 
0 ) '< y ^c^r^/—iV 2 5 5 m 9 norft/l-/. 
If. 1 {^^fitL , 7Kritmi4^T. < y 7'-/*u .a ^ Q »; V 

0 rn g > h X-hil, r > 0 . 4 4 in I er./Jlj.t fz 

mmzrz^o^m^LTz. fi^mmi'zA<^itmt. 9 



^vzx A 9 y-fi 1 0 in I izmm L 2 N?i;?ig ibh h «j 

W^^L. ^l}bil7^^M^iti•ri<:l Om I {zmiL 2 Nf^MT 



{22) 92 0 0 0 - 8 6 o 5 7 { 2 0 0 0 -8xA ) 



^-30^ m\^m^, :5'oa7fvl'i. : .<9y-fl 3 
0:1} ^Z-zmmi. ^^wAi]Uc^Mmit-^^^2 5 0 ViXiX 

C 0 1 4 2 } al^. : 2 1 3 . 3-2 1 5 - S'x: ( ri 

Mi-NMR (CDC I ^) ^ : 8. 5 7 ( d <i , J - 

8Hz. 4. 6Hz. 2H) . 7. 7 6 (bs, 1 
H) . 7, 4 7 -6. 9 5 {ni. 6H) . 2. 6 1 
( rn, 1 l-i ) , 1.2 2 ( d , J 7 . 0 H z . 6 H ) 



1 R ( KB r ) i^- m a x : 1 6 9 2 , 1 6 3 4 , 1 59 
6 , 14 3 6c ill 

M a s s , 111 ./f : 3 2 5 ( M' ) . 2 5 5 ( b a s 
e ) 

10 14 3 1 

m9] 



m 




s5 



I* -a 



o — 
« a 



5c 



o . 



H fM r4 



Si 



8 



5!x 

2 ' 



3 



35 



&r SI ^ 

r-» X» m 



m 



8 



(2 3) 32000-8065 7 (P2000~-8'A) 



[ 0 i. 4 4 ] 




v-i r-; 5 

Z r>t 

to 



l| 

XT 

i 



■"1 



X 

1? 



ii 

II 



II 



3P 



15 

n 



[ o 1 -1 5 ] mm 6 3 

- 7* ^ y 3 - ( 4 7 /I o X ) - 4 - { 4 
•'17*51 >- 1 1 9:rt . D B U 1 7 9 u, 



C 0 1 4 6 ] m.^, : 1 S3. 5-1 8 4 . 1 'C 

^ H - NM R < C D C \:,> a : S . 5 0 ( m . 21!). 
7. 4 5-- 6. 9 6 (m, 9H) . 5. 11 (s. 2 



(24)320 0 0 ™ 8 6657 { P 2 0 0 0 -87clKi5^ 



m ax: 1. 7 4 6 , 1 6 3 0 . 160 
; : 3 S 9 ( iVr ) . 9 1 ( b a e ) 



H ) 

1 R ( K B r ) 

2 c m - ' 
M a s s . Ill 

5 X h .:-t->'7V;i rK—zt r 5 ./ ■• 3 -- ( 4 - 7;!. -^07 

X ) 4 I 4 - tf I j V ;u ) 4 '/ A"- -^^-y'— ^ t-^^H^-riSt 

7- 5 y - 3 ( 4 - y /Urrn :^ a-, '--^i- ,) '-l -- ( 4 

/l r ^ > 1 7 8 m s , D B U 2 6 8 m s i7).x y -71. 
^fj9 v:ra7ix;i. Ar^?7i 1 0 m I 'x^' on ^Vg^7 x 2 

2r >' U ^ -7 iA^J' t:^ b v 7 — 4 0 s < ?SiTi?^ 
^eg, ;?Dn7t;7j. A : ^ - 10 0: 1 ) CC-Cttl^ 

t . R fcl5):3f^i5^.>Sl!l'ft^ 1 O 6 m g { : 5 5 ?6 ) 

[ O I 4 7 } IL^i : 17 2. 1-172. 
I ..... N M R ( C; D C 1 . ) *5 : 8 . 5 8 ( * i d , J 
1 . 5 4 H z, . J - 4 . 4 H z . 2 H ) . 7 . 4 7 - 
6 . <JS i rn . 6 M > . 4 . 14 ( q » J 7 . OH 
2H). 1. 2 2<:t, J = 7. OHz. 3H) 
1 R < R B r ) m a X : 2 9 8 8 . 17 ^1 2 , 16 3 
a. 1 606. 1 5 20, 1 44 2cnr^ 
Mass. Tft -' e : 3-2 7 (MM 

^1 1, 



;U n "7 :l ) - 4 - ( A tJ vvl ) V -"^ -.^ v^- 

5 T 5 ./ 3 -- ( 4 7 .a :^ n 7 x ZLfV ) A. < 4 

- e M >V1- ) -f V -^+^y -^l. 13 0 m . J- U X-r/l y' 

-y t. H n 7 > t , .5^ i:j n ^i! 7 x - .»U 2 7 6 m 
sf^fin;!, 1 0-5>M^t^(^. DBU26Sms. 

^7 7 r -4 0 s { vWfJl^m. ^ o v.7.i^;u 
A : 10 0:1) (CTtgML. l^-fel^r^:^; 

liM-fllM*? 1 0 3in,^ (IK^^?^ : 4 ^-f^^^l!. 
C 0 1 4 8 ] ril'*l : 1 3 4 . 0-1 36. 7 'C 

1 H„.- NMR < C D C 1 5 ) : S . .6 1 ( d d , J - 
1. 5Hz. J -4. 4Hz. 2H) . 7. 4.S— 6. 
96 (rn. 4H) . 7. 14 ( d <1 . SHz-. 
J- 4. 4Hz. 2H) . 4. 14 (t . J -6. 6H 

2H} , I. 68 - I. 14 (m. 4H> . O. 9 

2 V t . J - 3 . 7 H z . 3 II } 

1 R ( K B r ) ma X : 3 0 7 6 . 2 9 6 4 . 17 4 
0. 164 0. 160 6, 1442cm-i 
M ass, Tn/<? : 3 5 3 ( M* ) . 5 7 ( b a s e ) 
mm.\^\ 6 6 -6 9 

[0 149] 

[^11] 



r ^ 


1 






cm- 


!<MR {a>Clil (|i(»n) 


1 -> 


)<«>2 1663 


*> 














iU£«<'ifv2H3,7^0fti ».1iI).7 47-6.96[w.6UX*^»'> 5.111). 






ia3(M- 




8.6iC4J»5.»HJUHX7<47-693(»-,4H>. riH^l, 
J<^4.4lbt,2H). 6.17f«vlH)vS 35(r.i.lHX2.0»-t.l«<n.JOH) 






374(*4'3,93<hMO 


17J5.1««9»i547. 
1442 


a-3 lC<yU=l.7«te.4.5Kx.a<).7.46-S.96(w^ i3K) 



[ 0 .1 3 0 ] '^^mM 7 0 

3 ( 4 ~ 7.'L''^'a 7 X —.'I- } - 5 - [ N - .>C^-^U - N 

- ( 2 - 7 X rDt:?^::i/U) r H y j - 4 - ( 4 - 
e'JS^'/l) -f V.^-*n'--/l'^:5j:CA"3 (4"7^l'5^^7 

x^A') 3 - < N -;><'^/^'--N "7x:^;^r-t^^yl■T 

6 0 % ^^ft-J- h 1) '> /a 4 S rn g -J X .i^/l JU T 5 

KFililvii 5 m\lZ. 3 - ( 4 - yiVrJi-a 7 ^ :ivt ) 5 

- 7 X r -^r -^/l. T ^ J - 4 - ( 4 - ^ U i^/l- ) -f V 



;S.Hj-y'_;i,. 2 5 5 rn $?*7>v^;< .is 
^Jyi- 1 7 0 m s i?)>^>« f-/l.;l'v4' 

3 0 g ( m^mi^^. n > - 
1 ) izxmmL. m~'-mimcLx 



L fz. '::>vi-C\ J: 0 

:J'l7V^.r^7 < — 
amx-;-yi.-i : 
3- (4-7/1-. t 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR STOES 

□ FADED TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




BLURRED OR ILLEGIBLE TEXT OR DRAWING 



